Dear Editor,
A 16-year-old man (IV-2) without underlying diseases presented recurrent painful blistering on the soles since childhood, especially after exercise [ Figure 1a -c]. He was treated as a case of friction blisters, with topical antibiotics and emollients. However, the condition aggravated in the past 2 years with blisters occurring after every sports class at school. Multiple family members, including his mother (III-2), uncle (III-4), and grandmother (II-4), had similar recurrent blistering on the soles. The pedigree indicated an autosomal dominant inheritance [ Figure 1c ].
Physical examination revealed multiple whitish blisters and dried-up scales on erythematous and edematous bases on the soles, especially the pressure-bearing areas [ Figure 1a ]. No such lesions were noted on his palms or other parts of the body. An incisional biopsy was taken from a bulla on the right sole [ Figure 1b ]. Histopathology showed cleft formation at the subepidermal level and occasionally at the basal layer of the epidermis [ Figure 2a -c]. The underlying papillary dermis showed capillary proliferation with sparse lymphocytic infiltrate. Electron microscopy revealed subnuclear cytolysis of basal keratinocytes in the sections taken from the periphery of the blister [ Figure 2d ].
The clinicopathological findings were consistent with epidermolysis bullosa simplex (EBS), localized (EBS-loc). With informed consent, Sanger sequencing was performed using peripheral blood from the patient and his mother, identifying a shared heterozygous mutation (c.1231_1233delGAG, p.Glu411del) in the keratin 14 (KRT14) gene in both the patient and his mother [ Figure 1d ].
EBS is an inherited disease that is caused by mutations in the KRT5 and KRT14 genes in most cases. [1, 2] cytoskeleton, and connect to hemidesmosomes. [3] Mutations in either the KRT5 or KRT14 genes lead to functional impairment of intermediate filament and subsequent defect of attachment of basal keratinocytes to the underlying dermis. The same mutation (c.1231_1233delGAG, p.Glu411del in KRT 14) in this case was reported previously in two articles with similar clinical presentation. [2, 4] The current classification of EB includes two major types and 17 minor subtypes of EBS. [5] The most common forms of EBS are subdivided into four clinical phenotypes: EBS, generalized severe (previously known as Dowling-Meara type); EBS with mottled pigmentation; EBS, generalized intermediate (previously known as Koebner type); EBS-loc (previously known as Weber-Cockayne type). Of all subtypes of EBS, EBS-loc presents localized blistering on the palms and soles and is the mildest in severity. Therefore, it is often overlooked despite it being a common genetic blistering disease with a prevalence of 8 per million live births. [6] Its main differential diagnosis is friction blister since both diseases are characterized by easy blistering on the soles after exercise and with hyperhidrosis. Unlike friction blister, which presents intraepidermal necrosis and cleft formation, EBS-loc presents subepidermal blister formation and is inherited in an autosomal dominant pattern.
To avoid misdiagnosis, EBS-loc should be considered for patients with recurrent blistering on soles after exercise. The family history should be traced; a skin biopsy for histopathology and ultrastructural studies is also recommended. To find the pathologic mutation, genetic studies are required. Herein, we report this case to highlight that exertional plantar blistering could be an easily overlooked clue for diagnosing EBS.
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